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FDA Amendments Ack of 2007 (P.1. 110-85)

Summary

On September 27, 2007, the Food and Drug Administration Amendments Act of 2007 (FDAAA,;
H.R. 3580) was signed into law (P.L.. 110-85). The comprehensive law reauthorizes four expiring
Food and Drug Administration (FDA) programs and expands the agency’s authority to regulate
the safety of prescription drugs and biologics, medical devices, and foods. Understanding the way
in which FDAAA changed the law governing the agency informs policy discussions aimed at
additional FDA reform and reorganization, as well as those related more broadly to the quality,
availability, and cost of medical products in the health care system,

At its core, FDAAA renews the authority for two key user fee programs that were set to expire on
October 1, 2007 the Prescription Drug User Fee Act (PDUFA; P.L. 107-188) and the Medical
Device User Fee and Modernization Act (MDUFMA; P.L. 107-250). In FY2007, the year in
which FDAAA was enacted, these programs accounted for 91% of FDA’s user fee revenue and
18% of FDA’s total budget. Without the reauthorizations, and absent a substantial increase in
FDA’s annual appropriations, the agency would have lost a significant amount of funding.

In addition to user fee programs, FDAAA reauthorizes two other FDA authorities refated to
prescription drugs for pediatric populations, which were also due to expire on October 1, 2007:
the Best Pharmaceuticals for Children Act (BPCA; P.1.. 107-109) and the Pediatric Research
Equity Act (PREA; P.L. 108-155). These laws provide marketing exclusivity incentives and
requirements for studying pediatric use of drugs. FDAAA also contains provisions related to drug
safety, pediatric medical devices, clinical trial databases, the creation of a new nonprofit entity to
assist FDA with its mission, and food safety. ’

This repoit presents a detailed summary of provisions in FDAAA. Each section of the report
begins with background information about the FDA relevant to the passage of FDAAA and some
references, if appropriate, to the two bills that formed its basis (8. 1082 and H.R. 2900), and a law
that amended it (P.L. 110-316); describes FDAAA’s contents; and analyzes how FDAAA changed
the law. The report also contains links to pertinent CRS reports. This report, which is intended for
reference use, will not be updated other than to reflect any technical changes that Congress might
enact, :
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Title IV. Pediatric Research Equity Act of 2007

FDA has approved for adult use many products never tested in children. Yet clinicians often
prescribe them for children believing that the safety and effectiveness demonstrated with adults
would hold for younger patients. However, this off-label prescribing can result in children
receiving products that do not work for them, or receiving too much or too little of a potentially
useful drug. Studies show that, dependmg on the maturation and development of a child’s organs
‘and other factors, some drugs vary in how long they stay in the body, affecting their isefulness.
Some side effects are unique to children or children of specific ages, including effects on growth
and development.'®

Recognizing the obstacles (which could be economic, ethical, legal, or mechanical) that make
manufacturers reluctant to conduct research to address these questions, FDA and Congress
developed two approaches to facilitate pediatric research. FDAAA continues both programs. The
first, the Pediatric Research Equity Act (EDAAA Title 1V, discussed in this section) is a
mandatory program that requires pediatric assessments as part of every new application regarding
a new ingredient, indication, dosage form, dosing regimen, or route of administration. The
second, the Best Pharmaceuticals for Children Act (FDAAA Title V, discussed in the following
section of this report) is voluntary, offering a six-month marketing exclusivity for a product in
return for pediatric studies.

For further mformatlon, s

2 CF Authifﬁiy i_o Enstire That Drugs Prescribed to Children Are Safe
and Effective, by Susan Thau! FOEE TS :

In 1998, FDA published the Pediatric Rule, which mandated that manufacturers submit pediatric
testing data, referred to as a pediatric assessment, at the time of all new drug applications. In
2002, a federal court declared the rule invalid, holding that FDA lacked the statutory authority to
promulgate it."” Congress gave FDA that authority with the enactment of the Pediatric Research
Equity Act of 2003 (PREA; P.L. 108-155). PREA requirements cover all drug and biological
product applications or supplements to applications concerning a new active ingredient, new
indication, new dosage form, new dosing regiment, or new route of administration. The Act
includes provisions for deferrals and waivers. PREA also authorizes the Secretary to require the
sponsor of an already approved and marketed drug or biological product to submit a pediatric
assessment based on criteria described in the law.

The Pediatric Research Equity Act of 2007, Title IV of FDAAA, reauthorizes PREA, amending it
to strengthen standards for required tests, explanation of deferrals, labeling, and publicly
accessible information. PREA now requires the Secretary to establish an internal committee,
composed of FDA employees with specified expertise, to participate in the review of pediatric
plans and assessments, deferrals, and waivers. The law requires the Secretary to track assessments
and labeling changes and to make that information publicly accessible; establishes a dispute
resolution procedure, which allows the Commissioner, after specified steps, to deem a drug to be

16 William Rodriguez, Office of New Drugs, FDA, “What We Learned from the Study of Drugs Under the Pediatric
Initiatives,” June 2006 presentation to the Institute of Medicine.

17 See Association of Am, Physicians and Surgeons, Inc. v. United States Food and Drug Admin.,, 2002 U.S. Dist,
LEXIS 19689 (October 17, 2002).
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misbranded if a manufacturer refuses to make a requested labeling change; and includes review
and reporting reporting requirements for adverse events.

PREA requires reports from both the Institute of Medicine (IOM) and the Government
Accountability Office (GAO). It also continues to link the program’s authorization to the five-
year authority FDA'AA provides to the pediatric exclusivity program. (See discussion of FDAAA
Title V in the next section of this report.)
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FDA Amendments Act of 2007 (P.L. 110-85)

Title V. Best Pharmaceuticals for Children
Act of 2007

Title V of FDAAA reauthorizes and changes legislation first passed in 1997. As part of the FDA
Modernization Act of 1997 (P.L. 105-115), Congress provided drug manufacturers with a
financial incentive to conduct pediatric use studies on their patented products. The “Pediatric
Studies of Drugs” provision provided that if a manufacturer complied with a written FDA request
for a specific pediatric study, FDA would add six months to its market exclusivity for that
product.® This tool is the second approach that FDA and Congress have taken to encouraging
pediatric drug research, the other, required pediatric assessments of new products, is discussed in

the pmccdmg section of this lepmt regar dmg FDAAA Title IV.

For further informatid

e CRS Report RL33986 FDA’s Authonty to Ensure That Drugs Prescnbe
and Eﬂéctrve, by Susan Th :

Children Are Safe

In 2002, the Best Pharmaceuticals for Children Act (BPCA 2002; P.L. 107-109) reauthorized the
cxclusmty provisions for another five years. It also added provisions to encourage pediatric
research of products that were no longer covered by patent or other marketing exclustvity

. agreements, to which pediatric exclusivity was not relevant. It required the Secretary to list those
off-patent products for which pediatric studies are needed to assess safety and effectiveness, It
also established an off-patent research fund at NIH (PHSA 4091) and authorized appropriations of
$200 million for FY2002 and such sums as are necessary for each of the five years until the
provisions were set to sunset on October 1, 2007.

For on-patent drugs whose manufacturers declined FDA’s written requests for studies (and,
therefore, exclusivity), BPCA 2002 amended FFDCA 505A to allow FDA to refer drugs needing
pediatric studies to the Foundation for the NIH (FNIH, PHSA 499), creating a second program of
FDA-NIH collaboration."

Other provisions in the 2002 BPCA included giving priority status to pediatric supplemental

- applications; the establishment of an FDA Office of Pediatric Therapeutics (OPT); the definition
of pediatric age groups to include neonates; and a direction to the Secretary to contract with the
10M for a review of regulations, federally prepared or supported reports, and federally supported
evidence-based research, all relating to clinical research involving children. The IOM report to
Congress2 was also to include recommendations on best practices relating to research involving
children.

Title V of FDAAA again reauthorizes the pediatric exclusivity program, amending FEDCA 505A
to sunset on October 1, 2012. It also encourages research on off-patent products, strengthens the

® Dusing that six-menth period, FDA would not grant marketing approval to another identical product (usually a
generic),
1% The Foundation supports the research mission of NIH using public-private partiierships; see hitp//www. fmll org/
about.

® Sea IOM, Ethical Conduct of Clinical Research Invelving Children, Committee on Clinica Research Involving
Children (Washington, DC: National Academies Press, 2004), done with funding from NIH and FDA.
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EDA Amendments Act of 2007 (P.L. 110-85)

requirements for labeling changes based on the results of pediatric use studices, and provides for
the reporting of adverse events.

" FDAAA authorizes the Sccretary to grant additional marketing exclusivity, for both new drugs
and drugs already on the market, only after a sponsor has completed and reported on the studics
that the Secretary has requested in writing, including appropriate formulations of the drug for
each age group of interest, and after any appropriate labeling changes are approved, all within the
agreed upon time frames. An applicant who turns down a request on the grounds that developing
appropriate pediatric formulations of the drug is not possible must provide evidence to support

- that claim.

The new law requires that the sponsor propose pediatric labeling resulting from the studies. For a
product studied under this section, the labeling must include study results and the Secretary’s
determination whether those results demonstrate the drug’s safety and effectiveness (if the resuits
do or do not indicate safety and effectiveness, or if they are inconclusive). The product sponsor
must disseminate labeling change information to health care providers, and the Commissioner
must report to the Secretary on the review of all adverse event reports and recommendations on
actions in response. Other provisions of the law set time frames for the actions it requires.

Public notice requirements ate expanded beyond the current notice of an exclusivity decision to
include copies of the written request. The Secretary must also publicly identify any drag with a
developed pediatric formulation that studies had demonstrated to be safe and effective for
children that an applicant has not introduced onto the market within one year,

A new dispute resolution process includes referral to the Pediatric Advisory Committee. The
internal review committee, which FDAAA Title 1V requires the Secretary to establish, must
review all written requests. The Secretary, with that committee, must track all pediatric studies
and Iabeling changes according to specified questions.

Other provisions requite applicants to submit, along with the report of requested studics, all
postmarket adverse event reports regarding that drug; refine study scope to allow the Sectetary to
include preclinical studies; and except from exclusivity any drug with another exclusivity that is
to expire in less than nine months.

FDAAA amends PHSA Section 4091 (as discussed earlier), which required that the Sectetary,
“through the NIH Director and in consultation with the Commissioner and pediatric rescarch
expeits, list approved drugs for which pediatric studies are needed to assess safety and
- effectiveness. It changes the specifications from an annual list of approved drugs to a list, revised
every three years, of priority study needs in pediatric therapeutics, including drugs or indications.

If the Secretary determines there is a necd for pediatric information for a drug for which pediatric
studies have not been completed, the Secretary must either issue a proposal to award a grant to
conduct such studies, if funds are available through FNIH, or refer the drug for inclusion on the
list-established under PHSA Section 4091, FDAAA also requires reports from the IOM and the
GAOQO.

The provisions in Title V of FDAAA make up the following two tables: the first addressing
amendments to FFDCA, the second relating to PHSA.
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